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FjCx^NH 



H 



NHNH 2 ^ HN^Y 0 " 3 

I 1 <!> t IP 



R 2 /S(0) " R ^S(0)n 

K 2 



(2) 



(4) 



Nj^/ 1 CF 3 - v 



CO)n 



(6) 



(1) 



<64> # 7 ] y>o.Ai 1o i]a^ Rli r 2> A, B, C, D, ^ n-£ 44 £4. 

<65> o]ofl A}-g-£ ^ei7M 4-^44 i^331#£4 D l^ 

Maybridge4t- f-*H 4-§-4a^, ^ °144 *HE.5^ =L 7}^ £^ 
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¥^2) ^^S- Hj-i^ofl o]tf\ f-^H *}-§-*r£4 (Tetrahedron Letters, vol 

28, No 42, p4933, 1987 / USP 4,204,870 / The Journal of Organic Chemistry, vol 56, 
No 16, P 4974, 1991 / EP 1104759 / Tetrahedron, vol 48, No 21, p 6791, 1989). °] ir 
^\S.^^ §1HB}^1 -fr-H*H tfl$ f-^^i; s>7l al-g-^l 2^1 til-g-^5^ 44 

^$34. 



<66> 2] 
Br 




/N^ x C0 2 (t-Bu) 
(t-Bu)0 2 C N 



NHNH,.HCI 



l)Mg 



2) diazo-compd. 




HC1 in dioxane 




<67> B) o_o}u)^ ^-§-^1^ nelM-^(Grignard) ^tf-l 



^4. 



<68> [ti}-g-Al 3] 



H 2 N 




CI 



NaN0 2> S0 2 



CuCl 2 , AcOH 



ClOjS 




1) Na 2 S0 3 , NaHC0 3 
C| 2) C1CH 2 C0 2 H 
3) "NaOH 



1) NH 2 NH 2 

2) CH 3 I,NaOAc 




NH 4 OH 



NH 2 KH 2 .H z O 



.CI 



o 2 




NHNH 2 HCI 



NH 2 NH 2 .H 2 0 



H 2 N. 




NHNH 2 H 

XT 



<69> 
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<70> [y}-g-Ai 4 ] 




<72> ^6fl Ofs J^^o] ^ S « 0 V^, ^11-1-^ «>-§-8-Tifl , a}-g-^.^o] A}-^^ £ 

<73> £ ^1^.^ ^JLtb 1,2,4-Sel^m -B-^^l SE^r n.2\ -ft 

1- ^ 2^## afl^^h 

±r $7} 5*«H 121 SE^ afS] ^SV^ -g- 7}^*1 ^ if-^JI $lo £ 
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^ £ ^#4 f- ^4^3°J ^ 4€^4X] 

4X1-144 ^413 o.s <^M14$I4 nfl^ofl <^7>4 ^-g-^ 7Hji 

<76> o]oq yl*>^, ^tj-Al icq ^f£Sr £ ZL#^ *\% 7>^*V ^ A}o] ^ 

^4X14X]-2°11 #^3$! ^§11%^^- 7}7l£S 4 #3.^-4 XI 4X1-144 ^>t^o.5. A 

<77> US] J=LjiL 44^ 14 441" ^/£E^ 444 AS. 7^*1 <*4 4^1 43 

4-§- 4ir4 4X1 Stt -f^Xlt- ^44^r 0 nMl^ ^1-^ al^efl^olH.^ 

Xl4 ^&°] 44£ 44 4#^1 ? flo o > > ««^o] ^ 3,0^ 

44<3, Xl^<3, 4*<H #1, 1^ ^ol 5^ 441:4X1 

<78> -M- 44 ^ tgs]^^] ^Li^4#44 <*^4 .£^H1 4~g-€ 

^ 4-°4, 4^1 ^^4 ^<X» ASRr ^&£<$, ^44^ ^«ofl -S-g-W-. 
<79> a o V 7 1 4^44 a> 7 ] &^^«.o] ^ ^o. nf o| ^ 7l^o_S 

•^4X1X1 lmg/4 4*1 lOOOmg/45. ^*}4 ^ 4^4, 4^ 44*<3 £o|| 44 

<so> £ ^ o. ct^i 4^.44 o.s. 4jl4 44 xlrsN 4^ l,2,4-§£]4t -fK£Xl =L 

4 4-1- -a-jL^^s. 444^ <*m°-s- *)-&■ 4^> it^ 4 4 

S.-8- 4X14 2:41" 31 44 *U-g- 4443 ^#^r XR?b4. 
<8i> a^ofl yl^Efl^ojcA^ ^-<g^s.6] 444(European Journal of Cancer, Vol 37, 
P 2302, 2001), 4^44(Urology, Vol 58, pl27, 2001)44 *H 
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(Exp. Opin. Invest. Drugs, Vol 9, p671, 2000) : f^H S.^7} 7 A°] ^5.3 $4. 

^91^7]} lmg/H *4)*1 lOOOmg/1^ ^ctfk ^ , ^^^oi] uj-gj. 

<83> AV 7 ] <^j^ 2^-^ ^ 3^ AV^] > a^ ^ A^l- 
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<88>^-7l f-fi-*>fe *H*H# ^2^>7l ^ ^ftf ^Hj^AS. 

^/Hl^r Sl^^ll ^/Hl^r SL2:*M ^| y}^^ «<H-^ 

^^^^l^^i-^i ^#eflolE ) H}i^x>^ 12 ^*1 227fl fil ^1^, ofi^dsMl, 3. 
Q] ^ s*i £ ^ £51- ^tij-^ ^-eH# iiEflH 51 #^#E]^1: ^ 

Bfls, 17> 47V ^ #bHU€ ^ Qz\ ^ 1 vfl^l 

£=Hl^ f ^-7> <£#^ 5Hr ^ =r 2 MM 227fl s] *HHr 

St^r ^l^fi] ^iElls 7 l- ojc]-. 

<90> ^7}^ Ji2:2f|fe -g-^fl* °)7lsKr #^(^ -§-*Ml), H*> ^=1 #^Hl 

I5ii7l $14. ^4 44^ ^ &t}. 0}=^^ ^/SL^ xHlEfH 

1# ^A£tt ^ ^f^-*H, ^J( ze in), IlllSii, <il 

«-5Lil^ ^AlvilojE, 4^- -o-j $14. 

<91> 314 #^5.^ 7>^^1^ AlESA]- oH^EllS EfSEl-^A} ^Ells, #eMli: 
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<93> ^Tflo] xll^oll o}o^, ^ti^f-^ ^ ^^^HflojE 80 ^SlJL f-Aj-^O] 

<94> 3^ «.^§>|) ^ ^.2:^5] ^7>^<y <^ g-*^ ^ ^nf(Dr. H.P. Fiedler " 

Lexikon der Hilfsstoffe fur Pharmazie,Kosmet ik und angrenzende Gebiete" 
[Encyclopaedia of auxiliaries for pharmacy, cosmetics and related fields]. 

€ ^AHl ui Aj^^l^ £ M^ofl ^ o)^m. =-7] o^*l ^ ™ ; °H5L^ £ ^ 

<96> AjAl^l 1 

<97> N"(4-lfl l-t^Sfl ^ )-ME]t^S0HlE0}pl c ^ 

<98> [sj-^l-TO 6 ] 



H 
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<99> 4-°Hits)-^iEll^^£^ 1.0g(5.24mmole)# 40ml^ oflel^s)- e^^o] 

£E.^<£<q l:l-£^-§-*W -g-sflAl^l cf-g. E^oflTgol-nl 0 .80ml (5.76mmol )» *}7}<5}^q-. 
^-S- OJ j^ tf^r^H 30-g-Tl iUti} Mej^^S oH1eo]p1c1 85% 0.90g(6.81mmol)# 

^l^HI^H^!- ^ ^ 25) 4# -B-7l## ^ ± 

^ 0.88g(^£ 67%)^ 

<ioo> lH-NMR(400MHz,CXl 3 ) 5 2.55(s,3H) , 5.45(s,2H,br) , 7.40(d,2H,/=8.0Hz) , 

7.60(d,2H,y=8.0Hz), 9.70(s,lH) 
<ioi> ^_aH1 2 

<io2> N-(5-^l^S^-3qe]ci-2-^)-sej#^-i^Hls.6H = E|-^ 
<io3> [Q-^q 7] 



5-Bfll^S^-s)^^-2-^ 300mg(1.34mmol)# ^ *|1<2]S>ji 

H^i^ ^^tt y o v ^^S. oV-g-Al^ JL^l^-S] S^l^l- 205mg(^ 54%)# 



H 
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<105> lH-NMR(400MHz,CDCl 3 ) 8 2.90(s ,3H) , 5.65(s ,2H,br) , 6.95(dd, lH,//=9.0Hz t J 2 

=2. 8Hz), 7.80(dd,lH,/7=9.0Hz,/^2.0Hz), 9.70(d,lH,/=2.8Hz), 9.75(s,lH) 
<106> ^aHI 3 

<io?> N-(2-^l^i^-s)e)^-5-^)-B.ell-^SoHlE6}nlHe1-^ 

<io8> m-?$+\ si 

H 

/N^ /CF 3 

HN 




<109> Aj-7] lofl/^ 4-^^#4^^ll^*lH^ tfl^H 2-^11^^X^31^1=1 

-5-^ ^HH^ <g#<g 300mg(1.34mmol)# A>-§-*Vfe ^ ^l^l^Jl^ ^UH lofl^^ 
^ilS. ^r-g-Al^ ji^^ fiafl^i- 194mg(^ 51%)-§- ^*>^4- 
<no> lH-NMR(400MHz,CDCl 3 ) £3.35(s,3H), 5.65(s,2H,br) , 6.95(dd,lH,/j=9.0Hz, 

=2. 8Hz), 7.80(dd,lH,//=9.0Hz,/r2.0Hz), 9.70(d, lH,/=2.8Hz) , 9.75(s,lH) 
<m> 4 

<H2> l-(4-*H It) ^ ^ )-5-(M- = ^?ffl-2-^ )-3-Sej #^-£S*H i-lH-1 , 2 ,4-^51 
<ii3> [Sj-tj-^ 9] 
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220mg(0.88mmole)-i- 5mlS] l , 4-^ 4 xybfl -g-isflAl^ cf-g. 0.08ml (0.97mmol )# ^7} 

^>^4. #£4M 10^-# Sti} ^ 2-M-H£^#^^°lH 185mg(0.97mmol)^§- ^ 

^r-s-^-i: i^3<HH 24Al^oj; ^a^ H<£c^4. £-§-°l ^f, 

^ tfl O] IS 23 ^#*1 Cf-§- IS] A-fl^^Jl ^ 3g-A]-u>ZL 

3.S.v\^zl^H](o\)^ n-«]^J-=2:8)S 3M1«H JS.^^ S^W^l- 220mg( 

65%)-§: 

<H5> iH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 7.20(d,2H, J=8.0Hz) , 7.31-7.35(m,2H) , 

7.40(d,2H,J=8.0Hz), 7.49-7.51(m, 1H) , 7.70-7.90(m,4H) 

<116> ^.Al^l 5 

<ii?> 5 _( ife^-2-^ )-l-(4-^ 1i Sm ^ )-3-I e) #^.2.^1 ^-1H-1 , 2 , 4-S£] 4# 

<118> [Sj-trj-Ai 10] 




175mg(0.97mmol)-g: A>-g-^ ^-g- ^|^^j7^ a}aH 4^H<2]- -§^<5l ^o_S al^-A]^ 
JI*K V ^ M^i: 240mg(^^: 73%)^ ^*}%r\ . 
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<i20> lH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 7.20(d,2H, J=8.7Hz) , 7.30-7.42(m,4H) , 

7.45(d,2H,J=8.7Hz), 7.68(d, 1H, J=6..7Hz) 
<121> $ X\d\] 6 

<122> 2-[2-(4-*H| € ^ ^ )-5-e El ffiSifl -2H-1 , 2 , 4-MBj <>l-#-3-^ ]-lH-*ll- 

<123> 11] 




<i24> a o v 7 | ^ A ]aj] 4 6fl^ 2-H-^-§-^#S.e}o]H uflAioil lH-<?] 1-2-71-11^-1 5. 

175mg(0.97mmol)# 4-§-*}tt ^^r ^I^Itt 4«H]A^ «H-a1^ 

JE>H^# 160mg(^: 48%)^ ^^^4- 
<125> 1 H-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 6.30(d,lH,J=0.6Hz) , 7.20(d,2H,J=8.7Hz) , 

7.25(t,lH,J=7.9Hz), 7.35(t , 1H, J=7.9Hz) , 7.45(d,2H, J=8.7Hz) , 7.45(t , 1H, J=8.3Hz) , 

7.53(t,lH,J=8.3Hz), 9.23(s,lH,br) 

<126> ^ aHI 7 

<127> l-ifl^-2-[2-(4-^lE]^5(l^)-5-E^^.e^. S D()^-2H-l ) 2,4-S^o>#-3-^]-lH- 
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<128> [s^A] 12] 




<129> J$ 7 ] ^A}o\} 4o\)*\ 2-^^^°im^°)^ tflAjo}} l-^l€-lH- < yi-2-^ 1 d#5.e]-ol 

H 188mg(0.97mmol)^- ^l*}^ 46fl^«q. f-U^r 

a^ JL^°) I^tf 162mg(^#: 52%)-g- 
<130> lH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 4.00(s,3H), 6.41(d,lH,J=0.6Hz), 

7.15-7.20(m,lH), 7.23(d,2H, J=8.7Hz) , 7.35-7.45(m,2H) , 7.46(d,2H, J=8.7Hz) , 

7.55(d,lH,J=8.1Hz), 

<131> AjA]c^ 8 

<132> 1 _^^_3_[ 2 -(4- 0 )l^^i^^)-5-E^ss^ SD ||^_ 2H _ 1>2)4 _Ee)o>i-3-^]-iH- 

<133> 13 ] 
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<134> Aj- 7 ] ^ofl 40,]^ 2-M- = S.^#5.S)-olH. cflAl^l l-nflI|-lH-^#-3-7}iy#JLe|-ol 

— 188mg(0.97mmol)^r 4-§-<5}^ ^5>]^}ji^ ^a]6\] 46^^ «J-^o.=L «V-§- 

Al^ JL^Aj-o^ a^^i- 209mg(^: 64%)^ ^S-^tf. 

<i35> lH-NMR(400MHz,CDC13) 2.35(s,3H), 3.60(s,3H), 6.90(s,lH), 7.25(d,2H, J=8.7Hz) , 

7.40-7.50(m,6H) 

<136> ^]Alofl 9 

<137> 2-[2-(4-Tfl ^3 £.Jfl ^ )-5-MBl 1-2H-1 , 2 , 4-^e) ^>#-3-^ ] ^ 

<138> [S}-*j-Al 14] 



186mg(0.97mmol)-|- 4^-^^ ^^^.^ 40^54 ^>-g-A|^ 

JI^H 1 ^ M<W# 146mg(^ 47%)^ *HHV&4. 
<140> iH-NMRC 400MHz, CDC1 3) 2.35(s,3H), 7.25(d,2H, J 1=9. 1Hz) , 7.45(d,2H,Jl=9.1Hz) , 

7.54(dd,lH,Jl=7.9Hz,J2=1.2Hz) ) 7.60(td,lH,Jl=7.9Hz,J2=1.2Hz), 

7.66(td,lH,Jl=7.9Hz,J2=1.2Hz), 7.84(dd,lH, Jl=7.9Hz,J2=1.2Hz), 8.28(d,lH,Jl=8.5Hz) , 
8.31(d,lH,Jl=8.5Hz) 
<141> ^aHI 10 

<142> l-(4-^l ^S.^n ^ )-5-(M-Hl"^-2-^ )-3-Se| ig-lH-1 , 2 , 4S s} o}i 




<139> 
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<143> [5h*VAl 15] 




<144> 1 _(4- D |i^^^ g) )^)_ 5 _( U i r a^-^_2-^)-3-E^^s 1-1H-1,2,4-Sel^># 

193mg(0.50mmole)4 ^^SS.^ 5ml4 nfl^-i: i m \$] ^U^H ^-o] * ^ofl^ 
MMPP 402mg(0.65mmole)^r 7>S}$4. 5*1 4-§- °44lt ^ 

<*j^ z| ISM ^ %^-p>ZLi-11#o_s <^4 

*}$4. #°*H45- <3<H*1 ^#^r ^ ^ £L^K£.l2Sfl4H , i o^tflolEii-e^- 
*n*V=2:3)5L 3*f|*H ^H v 3 £*Hs}^# 186mg(^-§-: 89%)# ^^4. 

<145> lH-NMR(400MHz,CDC13) 2.35(s,3H), 7.31-7.35(m,2H) , 7.49-7. 51(m, 1H) , 

7.70-7.90(m > 6H), 8. 10(d,2H, J=8.0Hz) 

<146> ^AHl 11 

<i47> 5 -( ^2-^^.-2-^ )-i-(4-pfl H ^S."d n ^ )-3-S. el #^S.pfl ^-1H-1 , 2 , 4-S e] o}^ 

<148> [5]-tVAl lg ] 
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<W9> #7l.-gAH 10<^H 1-(4-«H1e1 ^.3fl^)-5-M-^l-^l-2-^-3-£e)#^-o_5.p11^ 

-1H-[1,2,4]e^^ tflAiofl 5-(«33:^5l:-2-^)-l-(4-^l^^iEfl^)-3-H^^s o_ Snim 

-1H-[1,2,4]e^o>§ 188mg(0.50mmol)^- a>-§-§>^ ^S^Kn^ *SaH lo^^sq. ^- 

^ ti o V ^5- til^-Al^ jl^I^S] a^Sl-^-l- 175mg(^: 86%)-& ^^^4. 

<iso> iH-NMR (400MHz, CDC 1 3 ) 2.35(s,3H), 7.30-7.42(m,4H) , 7.68(d, 1H, J=6.7Hz) , 

7.80(d,2H,J=8.7Hz), 8. 15(d,2H, J=8.7Hz) 

<151> ^*H1 12 

<i52> 2-[2-(4-ifl€^i^^^)-5-Mel#^S.n||^-2H-l,2,4-Ee|6>§-3-^]-iH-^l# 

<153> 17] 




<i54> A o v 7 i lo^Ai i-(4-Bfl^Bi o.2il^)-5-(M-^l:€-2- < a)-3-se]#^s^^ 

-lH-l,2,4-ME|o># tfl^H 2-[2-(4-pfllE] ^^)-5-EsJ^iLSiflfI-2H-l,2,4-m2W 
#-3-^]-lH-<?]l- 187mg(0.50mmol)-^ ^-g-^-fe- ^l^Kafe- -^H KHH<2|- 

U-^IS Shs-M^ ^31^ SLaflWf- 179mg(^^: 88%)-§: ^^VW. 

<155> lH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 6.30(d, 1H, J=0.6Hz) , 7.25(t , 1H, J=7.9Hz) , 

7.35(t,lH,J=7.9Hz), 7.45(t ,lH,J=8.3Hz), 7.53(t , 1H, J=8.3Hz) , 7.89(d,2H, J=8.7Hz) , 
8.23(d,2H,J=8.7Hz) 
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<156> ^AHI 13 

<157> 1-Tfl ^-2-[2-(4-^ ^ ^ )-5-S£]f^Sl 1-2H-1 ,2 ,4-He) 4#-3-^ ]-lH 

<158> [§j-*V^ 18] 




o 2 



<159> a o v 7 ] lOi^i l-(4-^D^El ^ )-5-(4^#€-2-^ )-3-Se|l-^S. "HI 

-lH-l,2,4-Me|o># tfl^H l-Bfll-2-[2-(4-o||lE|iLsfl^)-5-EB]^iLS.ifll 
-2H-l,2,4-M.eloV^-3-^]-iH-oll- 194mg(0.50mmol )-g- >M-8-*}fe- ^ir afl^SKilfe *J*H 
§-^^r ti>^-Al^ Jl^l^ 195mg(^r#: 93%) # *r^*}£ 

4. 

<ieo> iH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 4.00(s,3H), 6.41(d,lH,J=0.6Hz) , 
7.15-7.20(m,lH), 7.35-7.45(m,2H) , 7.55(d,lH,J=8.1Hz), 7.72(d,2H, J=8.7Hz) , 
8.05(d,2H,J=8.7Hz) 

<161> -*I*H1 14 

<i62> 1 _^^_3_[ 2 _(4_^^^ £ ^^^)_ 5 _He]^a^.^u)i^-2H-l,2,4-Sel^-3-^]- 1 H 
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<163> l$^<q 19] 




<164> AV 7 ] MX\6\] 106\}A) l-(4-^^Bli5|l^)-5-(M-^^^-2-^)-3-ES1#^5.ofl^ 

-1H-1,2,4-Eeld>^ cflA]ojl i-pfll-3-[2-(4-^l€^^3ll^)-5-Se|#^o_^nll^ 
-2H-l,2 t 4-meK^-3-^]-iH-oVi- 194mg(0.50mmol)i: ^1-§-*Vfe- ^ afl^^fe 
10^ *1 4 U-^^S iV-g-A]^ jiafltfs] £afl3^# 176mg(^4: 85%)# 53 

4. 

<165> lH-NMR(400MHz,CDCl 3 ) 2.35(s,3H), 3.60(s,3H), 6.90(s,lH), 7.40-7.50(m,4H) , 

7.80(d,2H,J=8.7Hz), 8.10 (d,2H, J=8.7Hz) 

<166> ^Ulojl 15 

<i67> 2-[2-(4-^ll#i^ *H ^ )-5-Se]#^^oll fi-2H-l ,2,4-es] ^>#-3-^ ^ 

<168> [sj-fEj-A] 20] 




<i69> ^Ajo)) looflx^ i-(4-tiHlHiitf(i^)-5-q-=l:^-2- , a-3-Es|#^.iSB||^ 

-lH-1.2,4-Eelo>^ cflAjo)] 2-[2-(4-oillB]^.5|l^)-5-E^#^-A5.n|l€-2H-l > 2 J 4-Ee|o> 
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#-3-^]-^l^^ 193mg(0.50mmol)^ 4-§-^ ^4^}^ HMHsJ- ^<H*V 

^ J1*H^4 173mg(^^: 83%)-g- ^^4. 

<170> !H-NMR( 400MHz, CDC1 3 ) 2.35(s,3H), 7.54(dd, 1H, Jl=7.9Hz, J2=l .2Hz) , 

7.60(td,lH,Jl=7.9Hz,J2=1.2Hz), 7.66(td, 1H, Jl=7.9Hz, J2=1.2Hz) , 
7.80(ddd,2H, J 1=9 . 1Hz , J2=2 . 3Hz , J3=2 . 0Hz ) , 7 . 84(dd , 1H , J 1=7 . 9Hz , J2=l . 2Hz) , 
8.08(ddd,2H,Jl=9.1Hz,J2=2.3Hz,J3=2.0Hz), 8 .28(d, 1H, J 1=8 .5Hz) , 8.31(d,lH,Jl=8.5Hz) 

<171> ^A]dfl 16 

<i72> 4_[ 5 _(q. H ^ ia _2-^)-3_Ee)#^=LT I l]^-i 7 2,4-me)4#-l-^]-^l^^^- 0 HS- 

<173> [^.^-A] 21] 



<174> N-(4-^^c>l-nl£Bil^)-ee]S3^= L ol-^E6l-pl^^ 248mg(0.88mmole)^- 5ml4 
1,4-4^KH -8-«flAl^l cf-g- o.08ml (0.97mmo 1)# 34^4. tiV-g-^ #£-ofl^ 

10£-# Hal ^ 2-4^£H €^4°1^ I85mg(0.97mmol 37>4^4. 

^ 4-§- &-§-^Ml 1-4 °MI*IMsi- ^ * fi H^l£S 23] ^ 

#^ 4-§- -fr7l is* i^-lrS. 13] 4^s}jL ^ %^>4^-4^°-3- ^ ^4 

4534. # 0 *M45. <£H?1 #^ zj^ £13.4^1 efl^HlH oM13Mj=: n-«] 

^>=2:3)S 3*fl*H ^1^4 Ml 4^1: 191mg(^r#: 52%)# ^^4. 
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<175> lH-NMR(400MHz,CDCl 3 ) 6.32(s,2H), 7.31-7.35(m,2H) , 7.49-7. 51(m,lH), 

7.70-7.90(m,6H), 8.10(d,2H, J=8.0Hz) 

<176> ^AH] 17 

<m> ^3E.^-2-[5-(M-H^:^-2-^ )-3-S.e| f-^SLS.^ ^-1 , 2 , 4-B.e| )~A 

<i78> 22] 




N-(5-n)ll^£^-^&l^-2- < a)-Eell-^^o].^Eo>PlH^ 193mg(0.50mmol)i- 

afl^Kfe ^A]ofl l6oflA^ ^o.s. tiV-g-A]^ Hxfl^cq a^^l: 

88mg(^#: 42%)# ^H^^. 
<iso> lH-NMR(400MHz,CDCl 3 ) 3.15(s,3H), 7.45(dd,lH,Jl=8.5Hz,J2=1.8Hz) , 

7.55-7.65(m,2H), 7.85-7.93(m,3H) , 8.05(dd,lH, Jl=8.5Hz,J2=0.5Hz) , 
8.23(d,lH,J=l.lHz), 8.45(dd,lH,Jl=8.5Hz,J2=2.5Hz), 78.83(d,lH, J=2.5Hz) 

<181> 



<182> A>ol#^Al 7)1 tfltl ^«fl#^ ^ 

<183> 1. ^ 
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<184> M- vg-r$o\] nfs. ^^r°) Afols S ^-Al7im-^-2 Jl^I tfl$ ^3 ^SflSj^-i- ^ 

<185> 1) U-937^- Ql#?> A>ol#g,^-Al Tjl uMl-l£] 3>fl JL^ ^ 

<i86> yflo^ u-937(Human lymphoma cellK^^I : *H^l£^*3, ?}n#3L ■: 21593)# € 
4]£e^H 2.£ ^ lxHBSSCHank's balanced salt solution)!- °l-g-*H lxlO 6 cells/ml 
^r£5L S]^H 12-1 feflolEo] 2\ 1 xg- i m i^ «^>^rf. c^o)] dmso^I ^ 

DMS0» 5/iPA' ^ C0 2 wll^HH 37°C5. 15 

ufl^S^. A}~g-s}^ o>5}?1^aV! lOmM ^m#ofl ^a}^ ^ ^ 

^--g-^^: lxHBSS^. lOflfl 5H*H ImM -g- 0 J}i: ^Hl*}$4. £-:£-§- *lelt!: 4 1H ImM 

4^1^ _g.ofl.g_ l 0fji m 7 }-s}a) *| °- tr C Q 2 «fl6j: 7l 6f|A-l 37°CS 30^-^1 Hfl^f^Cl-. 

A €^ 4i-§- OJ )4 ^l^i S-^ ^ 4°C, lO.OOOrpnHH ^^sl^ 

4. ^^^-s]^ 2-4^1 g- 5-1 si ^cj| ^ofl ^fl^ PGE24] 5Lic#_5.^ 

^(Cayman Chemicals^-)! °l-g-*H ^#11 ^e]^ DMSO 5"^ 

^51 4 wlH^H 4 ^jo] PGE2 ^ <^N#-8: ^f-A^i 4°1 1-^^7114^-1 Jl^i 

<!87> 2) Raw 264.7 4131^ > °1-R-?1 4°1 #^a1 y\] u^l-2 ^ ^aB 

<i88> Raw 264.7 4^(^*1 : ^Xli^^l, 7)n#3L : 40071)1- 12 1 ^HS^) 4 

€ ^ 2xl0 6 7lH ^ 4^4^1 250 //M^ * , 37°C°1H 2^^- Hfl 4. 

AflJL^ afl^S. ^ , 4^ ^^^lsL(10nM ^-£)# 30-g: an^xl^. ^ 



40-36 



1020020074118 



2003/3/14 



7H1 ^ € # ^1^5)1^ r (100 -B-^/ml)^ eli€s]4^^ 0 l-^-(LPS, 100ng/ml)l- 
*1 ^ 18*1 # ^ ^ 4€r Al^^ofl £^ * , EIA ?m 

(Cayman Chemicals)!- °l-§-*H PGE2 s>^cf. 
<189> 2 . ^ ^4 

<i90> ^3*3714^- *M 5. H ^Hfifl^rf. 

<i9i> %<^] = (^lE^l^ r ^ LPS^l tfltt £L^€ PGE2 ^£ - a] s.6j| rfl^j. 
PGE2 / (^Ei^ll^r ^ LPS^l tfl$ iL^€ PGE2 X 100 

<192> [5. 1] 



A>o). 



r^lTilM-^KCOX) ^gflJL4(^^: % inhibition) 





COX-Kl uM) 


COX-2(10nM) 


^l^-i-^CValdecoxib) 


28.8 


5.47 


*!aH1 io 


26.2 


12.3 


^A|o}| 11 


24.3 


10.6 


-41*1*1 12 


26.3 


5.67 


^Hl 13 


9.8 


|25.7 


14 


21.3 


6.02 


15 


22.3 


5.42 


^A|oj| 16 


32.9 


16.3 


-M^-HI 17 


10.6 


23.3 



<193> 



<194> 



<195> 



3. ^7} 

A o v 7l *H #5.-^*1 71)4^-1 ^ 7114*11-2^ *1*H in vitro ^ 

^41- Ji^^fli^ 4-5-4 £4. 

*J*H 10 Lfl^] 175] A>o]^^A]7lll4^-l^ ^^1%6|1 tfl$ A}o) 3-^A]7ll 4*fl-2 

cq <^]%o] u]^ol 7]^#^(valdecoxib) 14 714 -^^4 -^t^ ^J^-S. 

44^4. °lir *W#^-Al7)]4*ll-H tfltb #5.^1 ^14^1-2^ ^i^^ ^^1Sl4 

7r 71^1-14 7^ ^^^14 ^7,^1 44\«4. 



40-37 



1020020074118 2003/3/14 

<196> ^15} ^X\d\) 135] l-nlll-3-[2-(4-Dni^^-^^)-5-Sel#^S.^^ 

-2H-[l,2 f 4]EE|6>^-3-yi]-iH-6ll-, *Uloj| 17^ 5-^m#5L^-2-(5-M-H^^-2-^-3- 
EE]#^^.^l-[l,2,4]^e|<=»l-#-l-^)-3q^^ ^o.ofl oi<^ *H 7fli4^-2^ 

<197> o] S ^l ^#O.S «a«H 7l^#^i4 ^-^ol 7fl^l5l5i^r 6f 

<198> £ ^6j) ttj-Hig ^eflo} H]^Efl5.ol^ ^aflo} «-^]-g-ol 7fl^£H 

^1°^ 7fl^<*, #1 SE^ ^ES H J| ? 

5Ufe Wl-^Tll -a-g-^Tfl *r £fe 1,2,4-E 

B]0>^ £fe ^ JjLS^ rt > ojs.^ ^tij-tf USUI -^^-"O.^. ^-o. 
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[3^8- 11 

[SHM 1] 




7]- §k*n, = ^MS, Ci-Ce 1^, Ci-Ce t^l, Ci-C 6 1^1 , Ci-Ce 

R 2 fe "111 SE^r ^>Dli,olj7 ( 
[$7^ 2] 

*n i %hi &<>h, Rl °. o ]1 . li «a^^^, ^m^, Ci-c 6 ms. *i 
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3] 

*ll 1 *M 91°]^, 

1- (4-*\MtS.\in ^ )-5-(q-S€^l-2- < y )-3-ME] #^S.Tfl €-lH-l ,2 ,4-^3 o}^ ; 
5-( 1 fl2^?3:-2-^)-l-(4-^^#i 1 d3ill^)-3-Hs]#^Sn11t-lH-l,2,4-S^ol.^; 

2- [2-(4-^m^i^3ll^)-5-E^f.s^ D |l^-2H-l,2,4-Hs1d>#-3- < a]-lH-^l-; 
1- 

°fl l-2-[2-(4-ofl 1 sfl ^ )-5-§E]f^ii1 1-2H-1 , 2 , 4-J= E) <4#-3-<H ] -1H-^1 § ; 

1- ^l^-3-[2-(4-ofl 1 ^ )-5-S e] ^SLS.^ 1-2H-1 ,2,4-ME] o^- 3 -<^ ]-i H - 

2- [ 2- ( 4- PHI # £ ^ sH ^ ) -5-M E] nfll -2H- 1 , 2 , 4-M S] ^#-3-^ ] ~3\ * ^ ; 

4- [ 5-( i4= t 31-2- H )-3-M E] ffiS nil 1-1 , 2 , 4-M E) ^#-1-^ ] -iffl ^ #£<>H c ; 

5- p|1 ^ -2- [ 5- ( 4S Ik € -2- <H ) -3-M E] o_ s pji ^ _ ! f 2 , 4- e ^ o\^- 1- ^ ] - 3} 
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